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DATE: February 14, 2002 

TO: Robert Joynes 

FACSIMILE: 703/746-5330 
FROM: DeeMalone 
PAGES TO FOLLOW: 24 
MESSAGK: 

Attached are Ihc documents from the file histories that I was told to send to you. 1 liopc it 
is wliat yoa were needing. Let me know if I can be of further assistance. 



CONFIDENTIALITY NOTE 

The doc^mcnls accompanying iWs facsimile traDsmissiou contain iiiformritio.i from llic law fim of Tobor 
Goldstein & Healey wliicli is confidential or privileged. The iiilontiation is miended lo be for the use of the 
individual or cntixy named on this uansmissioii shcci. If you arc not the intended rccipieni, be aware that any 
Sisclosure copyii distribution or use of the contents of diis faxod informalio.i is prohibited If you have reccwcd 
tliis fiicsimile in error-, please notify us by telephone immediately so that we c^n arrange ior the retrieval of the 
original documents at no cost to you. 
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'"^J)^ PA Tt/vr APPUCA TION^^ 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE ^^l^^jl^ 

Docket No: 31510 

FILE WRAPPER CONTINUING APPLICATION TRANSMITTAL 
UNDER 37 CFR 1.62 



Hon, Commissioner of Patents 

and Trademarks 
Washington, P.C, 20231 

Sir: 

This is a request under 37 CFR 1 .62 for filing a 
• w continuation application, 
d divisional application. 

p conlinuaiion-in-pan application. A Preliminary Amendment adding subject 
rriaiter is attached. 

1 . Particulars of S'rior Application 

Application Serial No: 07/742,574 

FiIe<I on: ] August 7. 1991 

title: PHARMACEUTICAL COMPOSITIO NS 

Art Unit: 1502 

Examiner: W. Benston, Jr. 

Prior Docket No.: 304$4 



I hftrabv certify th3^ this File Wrapper Continuing Application Transmittal Under 37 CFR 1 .62 and tha 
docomanis referred to as enc(o$<^d therewith sre bcino deposited with tha United States Postal Service 
on Junft 2if ^9f3. in an envelope addressed to the Commissioner of Patents and Trademarks, 
Washinnton, OX. 20231 ytili^ing the "Express Mail Post Office to Addressee" service of the Umied 
States Postal Service undar Mailing Label No. lBaie696088U3. 
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Pqclaration or Oath for Continuation-in-part Application 



a 
□ 



Enclosed 
Not enclosed 



Amendments 

Amend the fipecifloation by insortip g bofore the first line the seoterieot^ 



.This i* a^Continuatian of U.S. application Serial No. 07/742,574, filed Augu^^ A 
199V^S toWntinuation of Serial No, 07/410,020 filed September J9B9< 
turnV continuaTon of Sarial No. 07/1 33.520 filed December 1©. 19B7, now 
abandoned. -\ 



l:lno^'c\^5~^n^pnor application before calculating th'o filing fac. 
A Prellminarv Amendment is enclosed. 

Heasc entar the Amendment Under 37 CFR 1.116 previously filed in the prior 
application on May 10, 1 993, but unenter-od. 

The fiiino fee ia based upon entry of the forcooing amendmant(sl (if any). 



Priority 



Priority of appHcaiion BA 86/30767 filed December 23. 19B6; BA 86/30769 filed 
Doir 23, 1986; BA 8030904 filed Pec.mber Z4, 1980; and BA 6//06684 filed 
March 20, 1 9?7 filed In Great Britain Is claimed under 35 DSC 1 1 9. 
□ The certified copyCics) W35(were) filed in prior U.S. application Serial No. 



H The certified copyliesl has(have) not been filed. 
Assignment ^ 

&g Tha prior application i^ afisigned of record to Fisons pic, and has been recorded 9t Reel 
No. 4864^, Frame No. 1 13. 



7. Small Entity Status 

□ Verified statcment(a} clain^ing sm^ll entity status istarel attached. 

□ Small entity status has been established in the prior application and is still offoctive. 

/ 
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8. Fee Colculatian 



1 CLAIMS AS FILED - INCLUDING AMENOMENTlS) (IF ANY) | 








5WAU EMTiTY | 


OTHER TKX 
EN- 


M A SMALL 

rrrv 




HO. FILED 


NO. EXTRA 


RATE 




BATE 




BASIC FEE 








$3GG.OO 1 




$7TO.OO 


TOTAL 


16 -20 


«i 0 


X 11 F. 


* - 






INDeP. 


3 -3 


= 0 


X37 = 




X74- 




□ Fml Pr6ft»nlQli 


on of Muhiple Pflpai 


idftot Cloifn 


+ 115 = 




■1- 230 


> 


Filing Fee: 




OR 


$710.00 



IVlQthod of P0yniant of Fees 

B Attached 15 a chack in ths amount ot ^Z J . 0-00 



Charge Deposit Account No, 13-2855 in the amount of: 
A copy of this Tr&nsmitial is enclosed. 



10. Deposit Account and Refund AuthorfeatiDn 

The Commissioner is h^roby authorized to charga any deficiDncy in tha amount «"^losed or 
any addhional fees which may bo required during ttie pendency Of this appl;cat.on unde 
37 CFR 1.16 or 37 CFR 1 .17 to Deposit Account No. 13-2855, A copy of this Transmittal 
is enclosed. 

Please refund any ovcnjayment ta Marshall, O'Toole, Gersurin, Murray 8c Borun at the address 

be)3W. ^ 

Ploase direct ail future communications to^Basjl_F. Mann, at ilie address bolow. 

Respectfully subnnined, 

MARSHAJ-L.pT.ODL^,..G£RSTElN, 
^ MURRAY «^_BqRyN,_. 
6300 SQars'Tow^r_^^ 
■ 2i33'Sout|f ^^ck«Lri^ 
rhjn'agn] jjlino is 60606-640 2 
J(312) 47^-6300 " ^ 

9 fL^ 



By: 




Basil P, Mann 
Reflisiraiion No- 1 8,464 



June . 1993 
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Applicant (S) : AlTDREW R- CIARK BT AL. 
Title: PHASKACEUTICAIi COMPOSITIOl^S 

Attorney Docket No. 31510 
Mailing Certification for-. 

1, File Wrapper COJitiauing Application Transmittal 

Under 37 CPR 14 62 

2^ Fee for filljig continuation application 

Check Ko. 



"EXPRESS WAIL- mailing label No. ili916€9608BUS 
Date of Deposit; June 25 1993 



I Hereby certify that this paper (or ^ ^^g^^^^^"^ 
with the united States Postal service ;™^S|,"^5^^^^^L 
OFFICE TO ADDRESSEE" service under 37 C.P.R. fel.lU on cue 
date indicated atoove and is addressed to tlae Con^ssioner ■ of 
Patents and Trademarks, Washington, D.C. 20231. 
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IM THE UNITED STATES PATENT 



SeritiX No. 
Filed! August 1991 

PKAimCEOTICAL COMPOSITIONS 



croup Art Unit: L502 
ExOLffliner: W. nenston, Jar. 



I hereby certify that this 
paper ip being daposited Mitn 
the Ufnli;eci StateE poptal 
Service as Circt clo-sts c(\ail in 
an CrtvslOpe adOvepactd to: 
ConwiiEBioner of Patents titid 
Tiradsm^rka, Vdphington, D-G. 
20S31 on thi& dAte: 



May 10, 1993 




Balxl Mann 
RegiGtration No. lfi,464 
Attorney £or Api^licant (b) 



^^'f^ommission'er of Patents 
and 'l'*r ad ©marks 
Washington; D,G. :a023l 



sir; 



in response to the Office Action of November 10, 
1992, please amena the above- identified application aa fol- 
low3: 



Claim iWa^I^dad), line 3, after ."aqueous " insert 



-phaxjn&ceuttcal- 



/ 



Claim le, >'i'no l/, atter -aqueDUS" insert --phar- 
maceutical- - 

090 PK 05/24/93 07742574 



1 117 B40.00 CK 
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M4r 25 1993 
GROUP T500 

Claim , line 3, after "aqueoua" insert 

--pharmaceutic^--, 

Claim 21/<inended) , last line, cancel "Ph" and 

insert --pH--. 

REMARK S 

The rejection of the claims under 35 U.S.C, §103 
as unpateritable over Brown in view of Cox and GS '291 is 
respectfully traversed. The Examiner continues to allege 
that the disclosures of Brown' and GB '291 are not equivalent 
in their teaching of pH ranges. As previously pointed out, 
the Examiner's contention is in error. Both Brown and GB 
'291 have exactly the same teaching, i.e.. a pH X^uige Of 
5.0-7. S (Brown, coX . 3, lines 18-19: GB '291, page 2, line 
17) . Applicants are unable to find in GB '291 a teaching of 
a pH range of 3,5 to 6.0, and respectfully request the 
Examiner to identify the section of the rctezBtiCQ which does 
so. 

The Examiner is also incorrect in his allegation 
that Brown teaches a phajrmaceutical composition comprising 
an aqueous solution o£ nedocromil sodium. In reality, Brown 
teaches (col. 1, lines 40-41) "... a pharmaceutical formu- 
lation containing nedocromil fiodium and a' pharmaceutically 
acceptable liquefied gas aerosol propellant," This formula- 
tion is not sin aqueous solution aince water is not a lique- 
fied gas aerosol propeyant. as stated in the reference 
(col. 4,* lines 41-47) i 

The liquefied propellant medium, and 
indeed the total formulation is prefera- 
bly such that the nedocromil sodium does 



2 ' 
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not dissolve therein to any substantial 
excent. 

The liquefied propellsoat is preferably a gas at 
yoom temperature (20'C) and atmospheric pressure, i.e., it 
ehould have a boiling point below 200c at atmospheric prcs- 
Bvr^^ (col. 4, linea 44-47). Clearly, the pharmaceutical 
fomwlationa which are the object (col. i, litie 6) oE the 
invention of Brown et al. are not a<iueous solutions Of 

tvedocrotail sodium. 

The aqueous solution of nedocromil sodium which is 
disclosed by Btown et al. is used in the preparation of a 
Pfttid form nedocromil sodium (col. 2, line 60 to col. 3, 
line 62) , but this solution is not intended or disclose aa 
suitable tor adminiatration to a patient. 

In order to emphasize the distinction between the 
present invention in which the aqueous solution of 
nedocromil sodium ia n phanmaceutical solution intended for 
use as BUCh and the solution disclosed by Brown, the claims 
have been amended to specify that the solution is a Ehamax 
r-eutica l solutiop rather than one intended only aa a start- 
ing material for production of another product. 

The Examiner's argument that Brown uaaches "phar- 
itiaceutical formulations, " presumably referring to acpicoue 
solutions of nedocromil sodium, is respectfully traversed, 
contrary to the Examiner's allegation, the aqueous composi- 
tion taught by Brown is i>ot intended for admiatstratlon to a 
patient, but rather for 'use in Che preparation of fiolM 
nedocromil sodium for use in a pharmaceutical composition 
intended for administration. 



' 3 
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It is not true as the Examirxer impllea, that every 
ingredient or component which is used to produce a pharma- 
ceutical formulation is itself a pharmacauticaX formulation. 
Brown's pharmaceutical formulations are compositions com- 
prising Bgj.id nedocroitiil Bodium and nona.qimous liquofied gas 
aerosol propellants, rather thaix aqueous solutions of 
nodocromil sodium. The Exaitiinar's continued misdesoription 
of Brown's product does not change this fact. 

The "hard/soft capau'los" containing solid materi- 
als disclosed by Cox are not equivalent to ampoules contain- 
ing agueoug solutions- The Kxaminer has not demonstrated 
why or how the dieclosure in Cox would suggest such 
ampoules, containing solutions and no solid materials, to 
one skilled in the art. Cox's capsules are intended for the 
packaging of powder coiopositions and not liquids, as shown 
by the reference to the capsules being filled to "Icjsa than 
about SO?r by volume , . . with the powder composition" (col. 
27, lines 15-18) , 

Taking the teachings and suggestions of the prior 
art as a whole; as they must be, there is no teaching or 
suggestion therein of making an ampoule of a carbon dioxide- 
permeable plastic material, filled with an aqueous solution 
of nedocromil sodium, and the Examiner has not demonstrated 
why such a product would be obvious to one skilled in the 
art in view o'f the teachings of the cited referencee. 

The Examiner/correctly states that it is not 
necessary for the prior art to suggest an invention literal- 
ly; it is sufficient if the combined teachings and sugges- 
tions of the prior art would make a claimed invention obvi- 
ous. It docs not follow, however, that the distinctions and 
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def icieincies the prior art can be ignored in demonstrat- 
ing th2^t the conibined teachings of the art nevertheless 
suggest the claimed invention, unless the deficiGncies arc 
such that one sltilled in the art would ignore them. 

In the present case, the prior art doeg not deal 
with aqueous solutions of nedocromil sodium intended for 
administration as such, nor does the art teach or suggest 
filling plastic ampoules With such solutions. The capsuleg 
disclosed by Cox are filled with solid materials, rather than 
aqueous solutions. The solutions disclosed by Brown are not 
intended for administration as such, hut rather for the 
production of finely divided solid materials which are 
administered as aerosols. There is no suggestion in Brown 
to score aqueous aaVu tiong in capsules, l^ese are serious 
and critical deficiencies in the prior art, and the Examiner 
has not allegisd or demonstrated why one skilled in the art 
would ignore these differences and treat the prior art as 
suggesting ampoules filled with aqueous solutions of 
nedocromil sodium, when the teachings of the prior art are 
directly away' from such products. 

Although the Examiner states his "opinion" that 
the prior art teaches the present invention, his opinion is 
not based on the teachings of the references, as ic must be. 
Similarly, although the Examiner states that it would be 
"ari'Psi facie obvious" to one ekilled in the art to combine 
the. teachings thereof/he has not demonstrated with the 
specificity which is necessary to support a proper rejection 
why it would have been obvioua to do so » 

The Examiner alleges that the motivation for one 
skilled in the art to make tho j>reaent invention "lies in 

- 5 - 
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the composition o£ Brown who beaches said active- ingreclient 
in an aqueous solution in ©aid weight/volume. Thes 
Examiner's allegation is only p&rtially correct in th<it 



tration gr storage as such, Accordingly, there would be no 
motivatioti for one skilled in the arc to encapeulat*^ this 
aqueous solution in an ampoule or a capsule. The material 
which is encapsulated in accordance with Brown ia a powder 
and not a solution, 



and improper. Reconsideration and allowance of the applica 
tion are respectfully requested- 



Btfown teaches an aqueoua solution, albeit not for admani*? 



The rejection is believed to clearly deficient 



Respectfully submitted. 



M^&SHTOjL, O^TOOLfiy GEtlSTKINr 




By 



BaSil P. Mann (13,464} 
A Member of the Firm 
Attorneys for Applicant (s) 
63 00 Sears Tower 
233 South Wackier Drive 
Chicago, Illinois 60€06 
(312) 474-6300 



Chicago^ Illinois 
May 10, 1993 



/ 



c - 
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PATENT APPLICATION SERIAL WQ . 



040 TP 07Ai/V3 0B0B2fiO4 



U.S. DEFARTMm OF COMKF.RCE 
PATENT AND TllADEMARK OFFtCE; 
FEE RPCOJtD 5HEET 



/ 

1 101 710. &0 CK 31510 
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2, This roquest is filed by: 



l- r 




1 1 • 

Full Mame of 
Inventor 


Family Nam* 
Clark 


Andrew, 


Reginald 


Rd&idenca & 
CiXizenship 


City 


Slalo or Forsign 
Country /'"l^^i 

England 


Country or Ciri7on«hip 
Great Britain 


Post Office 
1 Address 


port O(flco Add*M« 

32 Braddon Road 


City 

Louahborouflh 


5Tfl(o fli Zip Codp/Couniry 

tngiaria 


V- 

Full NanriG of 
Inventor 


FarflilV Nomo 

Wright^ ^ 


rittit Cilvon Namo 

Paul 


Socond Glvor^ Nntna 


Residence £i 
Citizen sNp 


Cirv 

Bramcote 


GlatD or Foraign 

England/ ^J^-—- 


Country af CiiisLAnthip 

'-Great Britain 


Pgst Office 
Address 


PdbI Offic* AddrMfl 
9 Thorrhill Close 


aty 

Gramcote 


stow ** codo/Counu-y 
England 


3. 

Full Nsmo of 
Inv^riior 




Firnt Givon Nome 
Julio 


Socond Givan Namo 1 
Helena 


Residence & 
CiiJiEcnship 


City 

AWerstok©! Gosport 


Si»w or Foroicjri 
country 

England / 1 . 


^Couniry t>' Cltlzonchip 
/creat Britain 


Post Office 
Address 


Poer Offpco Addro-c 
Flat 2, Crescent Road 


Alverstoke, 
Gofip£)rt 


SiDic ^ Zip Codo/Couniry 
England 



This appU5«lon Is beino filed by less/han all the i.wentors named in the prior application- An 
aocompanyino statement requcst/deletion of *e nsmelsl of the porwnis) who ar« i^ot 
inventors of the invention bcino claimed in this application. 
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for File Wrapper Continuing Application under 37 CFR 1-62 




4" 



Address to: 

Commissioner of Patents and Trademarks 

Box FWC 
. Washington. D.C. 20231 

This is a Request for filing a □ continuation-in-part S continuation 
□ divisional application under 37 CFR 1.62 of prior application Serial 



in turn, a Cont. 

fjn, 07/410,020 filed An Sept, 20, 1989? Olk^teli 

07/133,520 filed pecember IC , 1987, entitled: 
PHARMACEUTICAL COMPOSITIONS ._ 



of U,S.S,N. 



FULL NAME 

Of* 
|^A/E^ITOFI 


FAMILY NAIVTE 

^Clark 


Andrew 


$ECOMD QIVEN NAM£^ 

Reginald 


CITIZENSMIP 


Louahborough 


STATE OH t^OUNrKV 

Enqland h.S^J — 


COUNTRY OF ClTi3*N3HtP 

Great Britain 


POGT OFFICE 


POST OFFICE APwess 
35 Br addon Road 


CUV 

Loughborou(^h 


STAte A 2iP CODE/OOUHTftV 

England 


OF 
INVEf^TOR 


FAMiu NAUE dolJ^ 
Wriaht ^'^^ 


FtR5T QlVtM NAME 

^Paul 


SECOND erVtN NAME 


RESIDENCe A 
Clin^NSHIP 


Bramcote 


STATE OR FOHEIGJJ^COyriTRY 


COUhlTRY OF CniZENSHIP 

Great Britain 


POST OflnCE 
ADDRESS 


POST OHvlUH ALwnE&fi 

9 Thornhill Close 


Otv ^ 
Bramcote 


STATE * zip CODOCQUNTRY 

Enqland 


"fDCC NAME 


FAMILY HAMe MO^J' 


f IflST QWEl^ MAME 
Jul 1.3-, 


SECOND QIVEN NAME 

_gelena 


CITIZENSHIP 


cmr \ 
Alverstoke. Gosifiort 


stats Oft rOREIGN QDUWTftY 

Enqland A-* — 


tiuNTTlV OF CITIZCNGMIP 

^reat Britain 


POSTOFRCE 
AOORESS 


f»osroFPice-ADDp*fi9e — 

Flat 2, Crescent 


■CTTY 

.Alverstoke, Gospor 


STATE h ZIP OOOE/COUNTRY 

:Enciland 



The above Identified prior application in which no payment of the issue fee, abandonment of, 
or termination of proceedings ^has occurred, is hereby expressly abandoned as of the filing 
date of this new application. Pjease use. ail the contents of the prior application file wrapper, 
including the drawings, as the basic papers for the new application, (note: 37 CFR 1.60 may 
bo used for applications where the prior application 1$ not to be abandoned.) 

1. D Enter the amendment previously filed on 

37 CFR 1.116 but unentered, in the prior application. 

2. 13 A, preliminary amendment is enclosed. 

The filing fee is calculated on the baste of the claims existing in the prior application 
as amended aM^and 2 above, / 



.under 









(S) NUMBER EJCTflA 


W RATE 


(5) CALCULATIONS 


CLAIMS 


<1) FOR 

TOTAL 
CLAIMS 


(2) NUMBER RLED 
16 -20- 


0 


X$ 20 -= 


$ 0 


X 


QLA1M5 


3 -3- 


0 


X$ 60- 


0 


MULTIPLE MPENDI 


ENT CLAIMS) (ii appffiwDKi) 


+« 200- 






" BASWFEE 


+ 630-00 


^ _L— *— ^ ■ Tolal of above Calculafians ■« 




Rflduflton W Vi lor mno t>y srmD etiUiy (Not* 37 cm VB, 1.2 
If ^pUcabte, vwtfwd &taiiimefii mu*l t>« aitached. 


7. 1.28). 






TaTAL= 


$630.00 



Received from < 7138771737 > at 2(14/02 10:43:18 AM [Eastern Standard Time)- . _ .:i zz 



FEB- 14-2002 THU 09:37 AM GOLDSTEIN AND POLASEK 



FAX NO. 7138771737 



P. 17 



ATTORNEYS DOCKET NUMBER 
30484 



3 0 The Commissioner is herby authorized to charge fees under 37 CFR 1 .1 6 and 1 .1 7 which 
may be required, or credit any overpayment to Deposit Account 

Mft 13-2855 • 

4. S A checl*: in the amount of $_630^0O is enclosed- 

5. □ A new oath or declaration Is included since this application is a conlinualion-in-part Which 

discloses and claims additional matter. 

6. B Amend the specirication by inserting before the first line the sentence: 




r-his-applicfltion-is-a^D continuation-i n-part^ El conti nuation, 

□ A verified statement claiming small entity status is enclosed, (necessary ©verTRastate- 
ment was filed in the prior applic|ti^5j)^g^ ^.^^^ 12/23/B6; 86/30769 filed 

r-i . . .1 12/23/86, 86/3oafijlj{iicd 12/24/86; & 

8. 0 Priority of application Serial UQ.limmU4^ 

In Great Britain js Claimed under 35 U.S.C. 119- 

9. [3 The prior application is assigned of record to Fisons pic ^ . 



10. S The power of attorney in the prior application is toi „ — 

Mar shall^ Q'TOQlCi Gerfitain, Murray & Bicknell 

1 1 . n Also enclosed. 



Address all' fiJture communications to: {May only be completed by applicant, or attorney or 
agent ot record) ^'o J 

, I Basil P. Mann (Re^g . No. .lp^4£Aj ^ — 

y^l Marshall/ 0 ' T OOLE, gerstein, Murray & bicknell 

{yO> — ^TwQ Fiyst National Plaza . — ^ 



~W\ Suite 2100 
npp^ Chicago/ Illinois 606Q3 



It Is understood that secrecy under 35 U.S.C. 1 22 is hereby waived to the extent that if <nformation 
or access is available to any one of the applications in the file wrapper of a 37 CFR 162 
application, be iteither this application or k pror application in the same file wrapper, the Patent 
and Trademark Office may provide similar information or access to all the other applications 
in the same file wrapper. 



August 7f 1991 



natA Signature 

^^^^ . Basil P. Mann (18,464) 



□invftntor(s> 1^ Btlornoy Of agani of rtCOrd 
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'Applicant (e) ; ANDREW REGINAU) CLARK AL, 
Title: PHARMACEUTICAL COMPOSITIONS 



Attorney Docket No ► 304.8'! 

Mailing Certification for: REQUEST FORM FOR FILE WRAPPJlR 

CONTINUXNG APPLICAI^ION UNDER 
37 CFR 1.62 



"EXPRESS MAIL" mailing laljcl No. B 82137733 
Date of Deposit: August _7_i 1991 



I hereby certify tHat this papor (or fee) being deposited 
with the United States Postal Service "EXPRESS MAIL POST 
OFFICE TO ADDRESSEE" service under 37 C.F.R. §1,10 on tlie 
<Jate indicated above and is addressed to the Commissioner of 
Patents and Trademarks, Washington, D*C. 20231. 





/ 



/ 
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PATENT AFPliXCATlOW 



isr THE UlJITED STATES PATENT 
AHD TRADESSAMC OFFICE 



Continuation Application 
of i WJDREW CLARIS ET hh* 

Baeed on Serial No. 07/410,020 
filed fiepteaiber 20, 1989 

Piled: Herewitln 



) For: 
) 



PHAEMACEDTICAL 
COMPOSITIOI^S 



Attorney DOClcGt 30484 




Hon» commiasio&^r of patents 

emd Trademarks 
Washington, D,C. 20^31 



Sir; 



follows 1 



Pleaae axnend the above- identified application aa 



TM ™K CIiAIKS J J 

1 Cancel claim !• 

Rewrite claini 7 ae followa: 



--7, jjcAmendedV ^[pharmaceutical comp oa i t ion 



jyahP-ri al fin^r^ urith a miiY _dQ3e_j:ii an acjueoua^olution 



containing, as active ingk 



aient, [the disodlum salt of] 9- 
ethyl - € , 9 - dihydro- 4 , 6 - dio:|:oH« - propyl - ^n-j^p^-^ 3,2- 
g ) (juinol ine - 2 , a - dicarboxy 1 tc\ acid or_a., phaTTn^oeutig^ lAy 
,,^^ ^^^^1^ gait th °r-^^^^t^^V^^^^^■ the solution having a 
pK of 3.5 to g.0>-- 



Cancel claim 9. 

Rewrite claim 10 as follows i 
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--10. (toe: 
ff onr.a tee r - ^ according b 




) f^A-[pha^iajceutical composition] 
laim 7, wherein the concentration ot 



active ingredient in th^ solution ia from 0.1 to 51- w/v.— 



Cancel claims 11, 12, 15, and 1^. 
Rewrite claim iV as f ollowe ; 




' ^-17, (Amendted) [pTSi^S^eut^cal composition] 
.soBfeaiaeg - according toWaaim 7, wherein the concentration of 
active ingredient in ttte\solution is from 0.1 to 1.0* w/v.-- 



i^d the following claims: 




--1B» A raeflhod of treatment of a disease selected 
from the group consisting of conjunctivitis, keratitis, 
"allergic eyes," adenovirus infections, corneal homograft 
rejection, anterior uveitis, naeal polyps, vasomotor 
rhinitiP/ allergic tnanif dstatigns of the nasopharynx, 
rdversible obstructive airways disease, Crohn's disease, 
distal colitis and proctitks, which method compriees 
administering to a patient \siLdf ©ring from such a condition 
the contents ot^^i^^^^^^ carbon dioxide permeable ^^^^^^^^^^ 



plastics material filled 
solution containing, as act 



tYi a unit dose of an agueouB^ 
i^ei ingredient/ 9-cthyl-6,9- 



dihy dr 0 -4,6- dioxo - 1 0 - propyl - 4H - py rano ( 3 , 2 - g ) quinol ine -2,6- 
dicarbOKylic acid or a ^iiarmacteutically acceptable salt 
thereof, and aealed, the eoluti^on having a pH of 3. S to 6,0, 
as defined in claim 7. 



19 . A method according to claim 18 wherein the 
condition is reversible obstructiWe airways disease* 

- 2 



Received from < 7138771737 > at 2114/02 10:43:18 AM [Eastern Standard Time] 



FEB-14-2002 THU 09:38 AM GOLDSTEIN AND POLASEK 



FAX NO. 7138771737 



P. 21 



^ according to claim 7 wherein the 



active ingredient is \neidocromil aodium. 



22, A contalin^ according to claim 7 which ie a 
soft ampoule of carbon dioVide permeable plastics 
material . - - 



REMARKS 



The rejection of claims 7, 5-12, and 17 under the 
doctrine of obviousness -type double patenting in view of 
claims 3.-13 of U.S. Patent 4, 858,192 is respectfully 
traversed in view of the amendment of the preeent claims to 
specify a container of carbon dioxide pemeable plastics 
material containing an aqueous solution of the dc^fined 
active ingredient in unit dosacfo form. The claims of the 
issued patent relate to compositions intended for topical 
adrtdnistration the pTcin, and would accordingly not 
suggest the container defined by the claims herein, wherein 
the container itself contributes to the stability in storage 
of the active ingredient contained therein as explained 
below p 

The present invention is now restricted to its 
preferred form in which^ unit dose of nedocrorail sodium in 
aqueous solution is contained within a container o£ carbon 
dioxide permeable plastics material. In accordance with the 
invention now claimed, it has been found that the container 
improves the storage stability of the active ingredient, 
apparently by permitting carbon dioxide to permeate through 
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the walls of the contatxier, thus reducing the pH of the 
solution, and improving the stability of the active 
ingredient. None of the references teaches that euch ^ 
result is obtainable or how to achieve it. 

The rejection of the claims as anticipatefJ by 
Cairns, DiOcer, Qox, or Fisons '722 is respectfully 
traversed, single reference teaches a container 

containing an aqueous solution of ncdocroitiil aodi^iia as 
defined in the Claims, and accordingly, none of the 
references can he considered to anticipate the present 
invention - 

The rejection of certain claims as obvious under 
35 U.S.C, §103 in view of Cairns or Dicker is respectfully 
traversed. Wiile Cairns teaches the apecific active 
ingredient now claimed, Dicker does not. 

Further, while both references teach the use of 
the compounds in liquid carriers, neither of the references 
teaches water aa a suitable carrier, and neither of them 
"teachea a carbon dioxide permeable container as now claimed. 
Although Che Examiner suggests Chat water would have been an 
obvious, even ijf' undisclosed, liquid carrier for theae 
compounds, it would not have been obvious that the use of a 
container in conjunction with an aqueous solution would 
improve the stability of the composition in storage. 

The rejection of the claima as obvious over Cox ie 
respectfully traversed for. similar reasons. Cox doeo not 
tea(5^the- specif ic confound used in the px^aent invention. 
Further, while Cox teaches the use of a<5[ueous solutions of 
related itiateriale in sealed containers and also recognizes 
the possibility of degradation in storage (column 27, lj.nes 
43-53), the reference does not teach or suggest that such 

- 4 - 
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degradation could be inhil?ited by using a container made ol: 
a cartoon dioxide perraeable plastics material. Further, the 
disclosure of Cox relating Co the use o£ containera docs not 
teach or suggest that the n^aterial containqsd therein la an 
aqueous solution. 

The rejection of the claims as obvious in view of 
Fisons '722 is also respectfully traversed. The reference 
does not teach uae of aqueous solutions or the use of 
plastics containers nor does it suggest the beneficial 
rcsulte which are obtained through the use of such , 
containers . 

With respect to the rejections based on Corrado, 
Neale, or Schwaltz, there were filed in parent application 
serial No. 07/410,020 certified copies of the priority 
docuiticnts on which the present application is baaed. These 
documents antedate the effective dates of thcae references/ 
vhich arc therefore not available for use In rejecting the 
present olaitris, 

rphe Auty reference teaches only aqueous eolutiona 
of nedocromil sodium but does not supply any of the other 
deficiencies of^ the primary references with respect to the 
use of plastics containers to produce a unit dosage fonti. 

With respect to double patenting in view of 
Patents 4,868,192 and 4,849,427, the sxaminer has maintained 
the rejection of the compoaition claims. This rejection, 
however, is no longer teemed applicable in view of the 
amon^ent of the claims to require the defined container 
which is not covered toy the reference patents. 

The Examiner is respectfully requested to 
reconsider the conclusion that the Clark declaration is, 
insufficient to overcome the rejection. The plastics 

- 5 - 
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material used in t^c test reported by Mr. Clark was Easo 
Escorene LG lOOAG whicli is permeable to carbon dioxide. 
Further, the requirement that the testing be conducted with 
a variety of other plastic materials is not believed to be 
appropriate, An unobviou3 advantage of the invention arises 
from the fact that Btorage in a carbon dioxide permeable 
plasties material produces une^cpectedly beneficial reaults. 
Whether such results would also be achieved with other 
materials, also not taught by the prior art. i3 deemed to be 
not pertinent to the issue herein. Further, the requirement 
that it be eatablished that the "change in pH ie aignificant 
enough to effect an increase in stability over tiftie" is also 
deemed to be improper, in the tests reported by Mr. Clark, 
the maximum decrease in pH over the storagQ period was 0.7S 
pH units, a decrease which is clearly not inconsequential. 
In view of the known improvement in stability of nedocrotftil 
sodium at lowir pHs, the results are sufficient to 
demonstrate an unexpected superiority. Whether the change 
"is "significant enough" as required by the Examiner depends 
on Che partiG\il^r circumstances which could not be assumed 
in a comparative test. 

Reconsideration and allowance of the application 
are respectfully requested. 



/ 
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By 



Respecbfully submicced, 

MARSHALL, O' TOOLE, GERSTfilN, 
MUjyiAY, & BiCKNEIiL 



Basil P. Mann (18,464) 
A Member ot the Firm 
Attorneys for Applicant (a) 
Two First Nation^il Plaza 
Chicago, Illinois 60€03 
(312) 



1991 
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